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a. *u -l — L * V. . „ ^yvaiiiuiauuii icpuu, esiaoiisnea oy in s nternationa Pre iminarv Examininn 

Authority under Article 35 and transmitted to the applicant according to Article 36. rreiiminary txamining 

This REPORT consists of a total of 4 sheets, including this cover sheet. 
This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the International Bureau) a total of sheets, as follows: 

1=1 o°l th f des ^ rl P t ! on ' c,a j™ s and *> r drawings which have been amended and are the basis of this report 

Sffi^ authorized by this Authority (see Rule 70.16 and Section 607 of fhe 

□ sheets which supersede earlier sheets, but which this Authority considers contain an amendment that aoes 
^SSiSSSm^^ m mXerna « onal a PP ,lcation as "led, as indicated in item 4 of Box No. I and *1tie 

(sent to the International Bureau only) a total of (indicate type and number of electronic carrier(s)) containina a 
sequence listing andA>r tab es related thereto, in computer readable form only, as indfcatec? in the ^siSementel 
Box Relating to Sequence Listing (see Section 802 of the Administrative Instructions) * u PP'emental 



b. □ 



This report contains indications relating to the following items: 



S Box No. I 

□ Box No. II 

□ Box No. Ill* 

□ Box No. IV 
12 Box No. V 

□ Box No. VI 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Box No. I Basis of the report 



• S3 SttffiteSff on ,he in,ema,ional app,te "° n ,n ■» *"■»•• in whtoh « — 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andybr 55.3) 

With regard to the elements* of the international application, this report is based on (replacement sheets which 

fl^^ ™ eivin 9 Office in response to an invitation under Article Ua^eS 

report as ongmally filed" and are not annexed to this report): s 

Description, Pages 

1-11 as originally filed 

Claims, Numbers 

1 " 14 as originally filed 



□ 



a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 



3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsrtigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 ' ? ^ This report has been established as if (some of) the amendments annexed to this report and listed below 

SSX^SW^t" ^ '° 90 bSy ° nd *• diSCk>SUre aS ^^-SSl WE 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded." 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-14 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-14 


Industrial applicability (IA) 


Yes: 


Claims 


1-14 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 
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(V) 

Having regard to the International Search Report the claimed process involving DMF and 
avoiding the isolation of 1-chloroacetyl-2-cyanopyrrolidine in reaction step (b)/(c) differs 
from documents 

(D1) WO 98/19998, in particular steps 1,2 on p.8 and the examples; 
(D2) WO 00/34241 , Ex.1 B therein; 

(D3) WO 01/96295, in particular reaction scheme on p. 1 1 and Ex.1 A therein; 

(D4) US-A-6380398, in particular col. 13, 1.24-30 therein; 

(D5) Tetrahedron, vol.58, 2002, p.5741-5746, in particular p.5741 therein 

due to the THF and TFAA involved in said prior art processes. 

The requirements of Art.33(2) PCT appear therefore to be fulfilled. 

The problem to be solved is considered to be the provision of a novel preparation process 
for compounds of formula (I) allowing to recycle all solvents and suitable for industrial 
production. 

The present solvent and dehydrating agent DMF was not disclosed in the prior art (D1) to 
(D3), wherein TFAA was involved in the preparation examples. Nevertheless, the role of 
DMF is this respect is generally known to the skilled man, as mentioned in (D4), col. 13, 
I.24-30 therein, and the skilled man seeking to avoid removal of TFAA and isolation of 
intermediate 1-chloroacetyl-2-cyanopyrrolidine would have introduced an alternative agent 
such as DMF. Therefore, Claims 1-7 lack inventive step. Moreover, even if the Applicant 
could show the involvement of inventive step for Claims 1-7, the compositions according to 
Claims 8-14 could not be regarded as inventive since they do not belong to the same 
inventive concept with the claimed process and they are not inventive over the prior art. 
The requirements of Art.33(3) PCT do not appear to be fulfilled. 

The substituents R7R" in formula (IB) on p.7 appear to correspond to FT'/FT'". 
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